Figure S3
Analysis of reaction simulations using the approximate 1D reaction coordinate. A) Approximate 2D PMF for pose D, calculated using the carbon-carbon distances as the reaction coordinates for umbrella sampling, with the same simulation details as the 1D umbrella sampling. 
Figure S6
Conformational differences in the loop comprising residues 99-108. This loop was truncated in IdmH-Δ99-107 to aid crystallisation while in the wild-type IdmH structure it has been observed in two distinct conformations between chains A (blue) and B (grey). The inset shows a magnified view of the loop and two amino acids Phe101 and Met102 are shown as sticks.
Figure S7
The solvent-accessible volume (pink) of hydrophobic pockets from IdmH chains A and B, as computed by CASTp 3.0 (Tian et al (2018)). The CASTp server describes a pocket as an empty concavity on the protein surface into which solvent with a probe radius of 1.4 Å can gain access. In such pockets the mouth opening of the pocket needs to be smaller than the cross-section of the pocket itself. If the mouth is wider than the pocket cross-section, the cavity is labelled as a shallow depression and is excluded from the solvent-accessible surface area and volume calculations. In chain B of IdmH, the loop capping the pocket is in a more open conformation than in chain A, resulting in part of the chain B pocket becoming labelled as a shallow depression. The volume is therefore excluded from the calculation and is excluded from the area and volume calculations. The pocket in chain B therefore appears smaller on the figure above. This figure however highlights the location of the active site pocket.
Figure S8
Chemical shift perturbations for individual residues going from free (purple) to bound (orange) state as recorded in 1 H-15 N HSQC-TROSY spectra. Peak broadening is observed when in equilibrium between free and bound (4:2 and 4:3 ratios of protein: ligand, dark blue and green, respectively) states. Peaks sharpen up again close to saturation (orange). In all cases, the free peaks decrease in intensity as the bound peaks increase, suggesting a slow exchange. 
